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Solid-phase methods
• A method of synthesising α,α-disubstituted β-alanines, and their use in preparing
libraries of β-peptide conjugates on solid-phase has been described (Heinonen et
al., Tetrahedron, 1999, 55(24), 7613-7624).
• The efficient solid-phase alkylation of five bidentate pyridine ligands has been
demonstrated resulting in the preparation of a small library (Wang and
Schwabacher, Tetrahedron Letters, 1999, 40(26), 4779-4782).
• Stereocontrolled solution and solid-phase enolate alkylations and hydroxylations
have been successfully carried to generate molecules with three and four
contiguous chiral centres (Hanessian et al, Tetrahedron Letters, 1999, 40(25),
4631-4634).
• Polymeric diphenyldiazomethane has been used in the solid-phase synthesis of fully
protected peptide alcohols isolated following acid catalysed cleavage (Mergler et
al., Tetrahedron Letters, 1999, 40(25), 4663-4664).
• The Passerini and Ugi reactions of benzyl and acetyl protected isocyanoglucoses
have been used in a project towards the synthesis of combinatorial libraries of
glycopeptidic derivatives (Ziegler et al., Tetrahedron, 1999, 55(28), 8397-8408).
• Ring closing olefin metathesis has been used as a high-speed method for the solid-
phase synthesis of β-turn mimetics (Piscopio et al., Tetrahedron, 1999, 55(28),
8189-8198).
Heterocyclic synthesis
• 1,4-Benzodiazepines have been synthesised on solid-phase commencing with
protected cysteine attached to p-methylbenzhydrylamine resin (Nefzi et al.,
Tetrahedron Letters, 1999, 40(27), 4939-4942).
• Dihydropyrimidinones and pyrimidinone carboxylic acids have been prepared on
solid-phase from malonates following nucleophilic addition of amidines, cyclisation
and oxidation (Hamper et al., Tetrahedron Letters, 1999, 40(27), 4973-4976).
• A library of 15 substituted dibenz[b,f]oxacines have been prepared on solid-phase
support via nucleophilic substitution of 2-fluoro-5-nitrobenzoic acid (Ouyang and
Kiselyov, Tetrahedron, 1999, 55(28), 8295-8302)
Solution-phase synthesis
• The use of a mild protection and deprotection strategy is ideal for the generation of
solution-phase libraries of benzamidines (Bailey et al., Tetrahedron Letters, 1999,
40(26), 4847-4850).
• Liquid phase synthesis of guanidines on soluble polymers has been reported (Sun
and Ho, Bioorg. Med. Chem. Lett, 1999, 9(11), 1517-1520). The same group has
also described the use of soluble polymer supports for the synthesis of arylamines
and their conversion to benzimidazolones (Pan and Sun, Bioorg. Med. Chem. Lett,
1999, 9(12), 1537-1540).
• A fluorous THP protecting group opens up new avenues for the parallel liquid-
liquid purification of solution phase libraries (Wipf and Reeves, Tetrahedron
Letters, 1999, 40(25), 4949-4952).
• Solution-phase ring-opening cross-metathesis of bicyclic alkenes with styrenes has
been described (Cuny et al., Tetrahedron, 1999, 55(28), 8169-8178). The products
have been resin-captured by solid-supported amines.
Novel solid supports
• Resin-bound dendrimers based on a tris-Boc protected amino acid monomers are
inert, high-loading scaffolds for solid-phase synthesis (Mahajan et al., Tetrahedron
Letters, 1999, 40(27), 4909-4912).
Library applications
• A method for the preparation of late-stage inhibitors of the bacterial pathway to
lysine, applicable to solid-phase synthesis, has been developed (Steger and Young,
Tetrahedron, 1999, 55(25), 7935-7956).
• Multiple parallel synthesis has been used to generate a library of 30 N,N-
dialkylpeptidylamines employed as potent N-type voltage sensitive calcium channel
blockers (Ryder et al., Bioorg. Med. Chem. Lett, 1999, 9(13), 1813-1819).
• A combinatorial array of tetrapeptides has been synthesised and screened as
potential substrates of caspases 1 and 4 (Lee et al., Bioorg. Med. Chem. Lett,
1999, 9(12), 1667-1672).
